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PROPHYLACTIC VACCINATION AGAINST
HAY FEVER.

BY B. P. SORMANI,
LECTURER ON SEROLOGY AT THE UNIVERSITY OF AMSTERDAM.

(From the Laboratory of the Onze-Lieve-Vrouve-Gasthuis.)

IN the hay-fever season of last year I had an
opportunity of observing the results of vaccination
or active immunisation with extract of pollen in
48 cases. These patients included three whose cases
I dealt with in a previous paper
Noon, who, like Dunbar, considered hay fever a

toxic disease, treated the patients before the hay-
fever season arrived with the toxin itself by apply-
ing an extract of the pollen. Though this is a
prophylactic vaccination he yet applied the treat-
ment according to Sir Almroth Wright’s rules of

therapeutic vaccination. He fixed the quantity of
each dose in accordance with the resistance of the
patient against the toxin, measuring this quantita-
tively by the ophthalmo-reaction of Elliotson and
proposed to begin with a dose of one-third of the
number of units representing the resistance. The

succeeding dosage was then settled in accordance
with the altered resistance.

After Noon’s death Freeman, who continued his
work, prepared the extract by a method similar to 

INoon’s-viz., freezing and thawing 40 or 50 times
the pollen suspended in water. Then the fluid,
which is slightly green, is centrifuged, and sterilised
for ten minutes at 100&deg; C. The slight green colour
appears about the 30th freezing, as Freeman wrote
to me. In this way an extract is made of the
whole pollen growth of one year, and is used
for diagnosis and treatment before the hay-fever
season begins. Freeman 3 commences his treat-
ment generally in October of the preceding year
and continues it as long as possible.
The treatment here described I began to apply

during the winter of 1913-14 in the three cases

already recorded. The results were very favour-
able and encouraged me to proceed on the same
lines, which were in some respects different from
the methods of Freeman. Let me explain these
differences.

, 
First, I rejected Noon’s dosage method. As the

treatment is a prophylactic one I did not see

why it should be necessary to regulate the
dosage as if the disease existed already. Wright’s
opsono-therapeutic rules were made for exist-
ing diseases and they keep in view the possi-
bility that an overdose would for a short time

1 Nederl. Tydschr. v. Geneeskunde, Nov. 28th, 1914. 
2 THE LANCET, June 10th, 1911, p. 1572. References were given in

the paper already mentioned.
3 THE LANCET, Sept. 16th, 1911, p. 814; April 25th, 1914, p. 1178.

neutralise too many antibodies, in consequence of
which the infection might progress undisturbedly,
Wright himself, however, gives up this method if
there is any question of a prophylactic treatment.
I have only to recall his antityphoid inoculation,
for which he prescribes the injection of 1000 and
2000 millions of typhoid bacilli with an interval of
from 8 to 10 days. Undoubtedly the first dose
might cause a negative phase lasting for more than
10 days, and consequently the second dose would
become dangerous if this vaccination was not a

prophylactic but a therapeutic measure. The
prophylactic vaccination for hay fever may be

absolutely compared to this antityphoid vaccina.
tion, and I think that dosage in cases like this is
only to be determined by what the patient is able
to support without any trouble. In determining
the first dose of 1000 millions of typhoid bacilli
Wright probably only considered how many typhoid
bacilli a normal man could stand without suffering
any serious reaction.
. I took this into consideration when regulating
the dosage of pollen extract, and I found that
everyone can support 10 U.P. as an initial dose
without any considerable trouble. When, however,
more was given for an initial dose the local reaction
was very troublesome owing to the extension of the
swelling that followed, sometimes being accom-

panied by itching over the whole body and
sometimes by urticaria. This at the same time
condemns Noon’s method of dosage. For instance,
if the resistance before the treatment is found to
be 1500 U.P., I should not dare to give 500 U.P.
as an initial dose. Moreover, there was another
reason why I refused to follow Noon and Freeman
in their dosage, a reason which may be only of
theoretical interest, however, because I have never
tried to prove it. After treating a patient for hay
fever for some weeks or even months we have not
only inoculated toxin, but also a great number of
other kinds of albumin found in pollen which have
nothing to do with the poisonous fraction. If we
determine the resistance by ophthalmo-reaction we
must agree that allergy may be produced for those
other albumins, and who can prove that in this
way the resultant figure has not been influenced?
I, at any rate, could not accept it as a perfect test.
That a hypersensibility for the pollen extract can
be originated is well proved by the fact that now
and then urticaria is observed during the treat-
ment. There is no reason why this should be
caused only by the toxic albumin which causes
hay fever.
Accordingly in January, February, or March I

began the treatment by administering a dose of
10 U.P., increasing the amount every week as

far as possible in each case. Generally I proceeded
up to 1000 U.P., but when the patient showed
symptoms of an overdose the increase was very
slow or not at all.

I altered also the preparation of the extract. I

ground the pollen by rubbing it with sterile sand,
and made the extract with distilled water. This
extract was not boiled, but was sterilised by adding
one-tenth of its volume of 5 per cent. carbol solu-
tion, after which salt was added up to 0’85 percent.
Of course, carbolic acid was not added to the
extract which had to serve for the ophthalmo-
reaction, but it was boiled for 10 minutes, as

Freeman does.
Finally, it is a well-known fact that the solution

of pollen toxin soon loses its antigen power, at
least partly. Noon and Freeman were of opinion
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that they might take for granted that the toxin
,standard did not diminish, founding their opinion
on the fact that the ophthalmo-reaction was obtained
as perfectly with old as with new extract. Never-
theless, I think it is better to use only fresh vaccine
for inoculations, which is no trouble worth mention-
ing, as the vaccines made in the simple way
described were not less effective than those pre-
pared on Freeman’s method.
In each case I first determine the ophthalmo-

reaction. In most of my patients I found a resist-
ance of 500 U.P. The reaction is not sharp, at all
events, in my opinion, not such as to serve as a
,guide to treatment. Notwithstanding this I con-

sider it to be of the highest importance to make
.an examination in the beginning for diagnostic
purposes, for in this way I proved that two
ases suspected to be hay fever were something
.else. If in such a case we inoculate against hay
fever without previous diagnosis wrong statistics
.as to the effect of this treatment are obtained.
All other patients showed a clear positive reaction.
The lowest resistance which I found was 5 U.P.,
the highest 5000 U.P. Almost all these had been
treated in every possible way: the nose had been
treated with cautery or scalpel, they had been
injected with pollantin and graminol; rhioculin
had been used, chalk-therapy was applied, but all
without any success.

Before relating the results of the treatment it
may be observed that the past hay-fever season, in
the opinion of patients not treated prophylactically,
was very severe and even more unfavourable than
the preceding three years. I saw some very bad
.cases. The treatment I applied in 1915 was as
follows: The initial dosage was always 10 U.P. A
little reddening and swelling were observed at
the place of injection. The dose was increased
every week generally as follows: 20, 30, 40, 50, 70,
90, and then beyond 100 more rapidly-thus : 150,
200, 300, 400, 500, &c. Various circumstances pre-
vented me from beginning before February, but in
a few cases it might have been better to have begun
earlier. I believe so, but it is rather an unfounded
opinion, for a few patients who began in April, and
even in May, were perfectly cured.

In the matter of dosage I had proposed to myself
to go, when possible, up to a final dose of 1000 U.P.,
which appeared to me a very high dose. And so it
proved to be; for some patients even it was too
high, as shown by the resulting symptoms. It also
appears that it is often unnecessary to proceed to
such a high dose, as some patients were well cured
with a much lower final dose than 1000 U.P.

I think it is desirable to proceed to higher dosage
only if, during the preceding immunisation, nothing
has appeared leading to a suspicion of hypersensi-
bility, such as general itching or symptoms of an
attack of hay fever (irritation and swelling in the I

eyes, a slight attack of asthma for a short time, or
anything of that kind). Now and then these
symptoms appear, and, of course, are very un-

pleasant, but I think they are rather difficult to
prevent. They are not exclusively to be attributed
to an overdose, for in some cases all appeared even
with a very small dose. However, I am bound to
.say that none of the patients or their physicians
.considered these symptoms sufficiently disagreeable
to stop the treatment. Moreover, I may point out
that last year I only once discovered slight by-
symptoms in one of my 14 patients prophylactically
- treated, whilst among the 19 patients treated by
<other physicians six suffered from them. I do not

know to what cause this difference is to be
attributed. That these by-symptoms are not pre-
vented by Freeman’s method of dosage I learned
from a letter from my colleague I- at Z-, in
which he cited the case of a patient, who, in 1914,
after the first injection of Freeman’s vaccine
(pollacin), measured on Freeman’s method, had a
violent attack of asthma in the night.
At the end of May I stopped the treatment, but I

always asked the patients to return at once if any
symptom of hay fever appeared. If a patient
returned I did not then give so high a dose as in
May, but decreased it to 50 or 100 U.P. for fear of a
negative phase. Soon this fear proved not un-
founded, for a patient who during the hay-fever
season had been given once 1000 U.P. wrote to me
and described what were undoubtedly attacks.

In the hay-fever season itself I had the oppor-
tunity of studying the results of therapeutic inocu-
lations in non-prophylactically treated patients. In
these cases I began with from 5 to 10 U.P., some-
times making no increase at all and sometimes
increasing when it seemed necessary, but then only
to 25 or 50. The experience in one case proves
that 50 U.P. cannot be given in the hay-fever
season to non-prophylactically inoculated patients
without bad consequences. The patient who was
already completely cured by from 5 to 25 U.P., had
a violent attack after increasing the dose to 50 U.P.
I consider these facts to be good ground for
believing in the existence of a negative phase,
although several vaccino-therapeutists doubt this
because they have never, or clinically not always
clearly, observed it in prophylactic antityphoid
vaccinations.
The results of the cases treated during 1915, either

by myself or by other doctors after correspondence
with me, are as follows :-

1. Of 14 patients I treated prophylactically, 6 were
completely cured, 6 felt very little of their former
sufferings, whilst 2 considered they had received
but little benefit from the treatment.

2. Of 12 patients I treated only phylactically
4 were completely cured, whilst 3 felt more or less
relief, and 5 felt no relief at all.

3. Of 19 patients treated prophylactically by other
physicians, all found much relief (it is rather
difficult to decide from their letters how much or
how little), whilst of 3 treated therapeutically all
found relief.

This brief summary shows as well as possible
the experiences of myself and others. It must be

pointed out that it is exceedingly difficult to ex-
press in a few words the result of the treatment.
Some patients, for instance, are highly enthusiastic
about the effect, although I had to note slight
attacks from which they suffered after a short
railway trip. Very often those slight attacks con-
sist only of irritation in the eyes or slight catarrh
which anyone who does not suffer from hay fever
would scarcely have noticed, but which, in the
patient concerned, take the place of previously un-
bearable conjunctivitis, asthma, and catarrh of the
whole respiratory tract. By these remarks I desire
to show that I have been anxious to err, if any-
thing, rather on the side of pessimism in compiling
and summarising the results. Consequently there
is good reason for considerable satisfaction.

Finally, I would advise a slow increase of dosage ;
further, to begin as early as possible, and using
every time a fresh vaccine; to give only so much
as will produce a minimum local reaction. The
local reddening should not exceed 5 cm. across.
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Moreover, the patient should be asked repeatedly
if he has general itching or slight urticaria, or

irritation in the eyes. Until we find an animal
suitable for experimentation, this therapy will only
advance very slowly. The experiences of the
method already gained are, however, better than
the results of a great many older methods of treat-
ment, and this in itself may be regarded as an
acquisition. In this paper I have endeavoured to
prove that it is possible to simplify the method of
Noon and Freeman so far as to enable the practi-
tioner to apply the vaccine in these cases without
fear of obtaining less good results.

Clinical Notes:
MEDICAL, SURGICAL, OBSTETRICAL, AND

THERAPEUTICAL.

A CASE OF FEBRIS COLOMBENSIS.

BY G. A. LURIE, M.D. CHICAGO,
ATTACHED TO THE AMERICAN RED CROSS SANITARY COMMISSION IN SERBIA.

IT may be of interest to place on record a case
of febris colombensis I have recently observed in
Serbia. On this fever, which was first described by
Castellani in Ceylon in 1905, there is very little
literature, the only papers on the subject known
to me, apart from Castellani’s publications, being one
by Fulle and one by Spaar. This fever, as noted by
Castellani, sometimes resembles typhoid or para-
typhoid ; at other times it is more like Malta fever
with several relapses. The onset is in most cases
slow and gradual, but at times it may be quite
abrupt; the general condition of the patient is
usually rather severely affected, and a true typhoid ’,
state may develop, but very mild cases may also ’
be met with. No roseola or other rashes have
been noted, and the spleen is seldom palpable;
there may be constipation or diarrhoea. No case so
far has ended fatally, but the general condition
may be very severe. As regards complications
and sequelae, cystitis has been noted and osteo-

periostitis.
The patient, an Austrian, had been prisoner in Serbia

since December, 1914. There was nothing worth noting in
his past medical history. He never had been in the tropics.
At the end of June, 1915, while in Skoplje (Uskub) he
began feeling tired and feverish and was seen several times
by me, first as an out-patient at the American Ctinique and
afterwards at the Second Reserve Hospital. The fever was
of a subcontinuous type, the temperature seldom exceeding
103&deg; F., and it lasted for five weeks, terminating by lysis.
The general condition of the patient never was very severe.
No roseola, no enlargement of the spleen, no complication
of any kind.
The bacteriological examination of the case was carried

out with the kind assistance of Mr. D. de Silva. The blood
was examined for agglutination for typhoid, paratyphoid A
and paratyphoid B, and Malta fever four times-three times
during the course of the fever and once two weeks after the
fever was over, always with negative results ; while it

agglutinated B. colombensis. Ceylon strain (cultures kindly
supplied by Professor AIdo Castellani) in dilutions of 1/40,
1/80, and occasionally 1/160. No hsemocultures were carried
out, but the stools collected in a large sterile Petri dish were
examined bacteriologically in the usual way by plating, &c.
B. typhosus and paratyphosus A and B were absent, while
4 colonies out of 26 investigated turned out to be bacillus
colombensis, the others being coli and coli-like bacilli.

The strain isolated from this patient is identical
to the Ceylon strain and corresponds in every

particular to the description given by Castellani.
It is a motile bacterium, Gram-negative, does not
liquefy either gelatin or serum. On agar the growth
may be typhoid-like, or the germ may grow more
abundantly than true typhoid. The germ grows.
well in milk, rendering the medium acid at first.
alkaline later, and often bleaching it; at times the
medium may become permanently acid. As regards.
sugar reactions, as stated by Castellani and Spaar,.
there is no production of gas in saccharose, raffinose.
adonite, inulin, inosite, amygdaline, or erythrite,
while there is formation of gas in dulcite, mannite.
glucose, maltose, dextrin (very slight), arabinose,
sorbite, glycerine, isodulcite, galactose, levulose, and
salicin.

It is interesting to note the action on lactose. I
can completely confirm the previous observation
made by Castellani and Spaar, that the same strain
may- at times produce a little gas in lactose and at
other times none, while the colonies of the germ
on MacConkey bilesalt-lactose agar are always,
white, never red.
The peculiar inconstant action of the germ oa

lactose renders its classification difficult. When it
does not ferment lactose, as is often the case when
freshly isolated, its cultural characters are very
similar to B. paratyphosus B ; when it produces gas
in lactose it is more closely related to B. coli. The
germ, however, as demonstrated by Castellani
Fulle, and Spaar is never agglutinated by either
paratyphoid B or A serum, nor by any of the many
coli sera tried.
There can, in my opinion, be no doubt that the

case I have described is one of febris colombensis,
as Castellani’s bacillus colombensis (1905) was,

isolated from the stools and the blood aggluti-
nated strongly both the strains isolated from the-
patient and the original Ceylon strain, while it did
not present any agglutination for the typhoid,
paratyphoid A and B bacilli, and Malta fever micro-
coccus. Moreover, the agglutination slowly anA
gradually decreased after the fever was over.

This case shows that febris colombensis is not
limited to the tropics, but is found also intemperate
climates and must be regarded as a cosmopolitan
disease.
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CASE OF INTRACRANIAL H&AElig;MORRHAGE
WITHOUT SYMPTOMS OF COMPRESSION.

BY P. W. LAM, M.B., CH.B. EDIN.;
AND

ED. LAW, M.B., CH.B. EDIN.,
RESIDENT SURGEONS, DISTRICT HOSPITAL, WEST BROMWICH.

IT is a matter of common knowledge that cases of
head injury admitted to the casualty department of
a general hospital often present difficulties in
diagnosis, and the following case illustrates one of
these difficulties.
The patient, a man aged 32, whilst cycling .down an

incline on Jan. lst, 1916, collided with a cart. He was
thrown off his bicycle and his head knocked against a

post on the side of the road. On admission at
9.15 A,1Bi., an hour after the accident, he was uncon-

scious, but could be partially aroused by strong stimulus.
The pulse was 76 per minute, respirations 18, and
temperature 99&deg; F. The pupils were equal in size, semi-
dilated, and reacted sluggishly to light; the conjunctiva)


